Modeling G protein-coupled receptors and their interactions with ligands.
The recent boom of G protein-coupled receptor (GPCR) crystallography is currently revolutionizing the way modulators of these highly druggable targets are discovered. Not only are these structures directly applicable to computer-aided drug discovery, but they also provide templates for the construction of homology models of other receptors. The study of the binding mode of GPCR modulators through docking experiments remains challenging. In addition to an expert use of advanced modeling tools, the application of experimental knowledge derived from site-directed mutagenesis data is fundamental for the generation of accurate receptor-ligand complexes applicable to drug discovery. We expect that the growing number of experimental and computational GPCR structures will boost the rational discovery of novel modulators in coming years.